Heller Ehrman LLP 
Application No. 09/373,403 - Filed: 08/12/1999 
Inventor(s): Arathoonetal 
Docket No.: 39766-021 5C1 
1/9 

i 





i 



Heller Ehrman LLP 
Application No. 09/373,403 - Filed: 08/12/1999 
Inventor(s): Arathoon et al 
Docket No.: 39766-021 5C1 
2/9 



ANTI-gD Ab 



C H 3 



LIBRARY 



KNOB 



T~l 




GUANIDINE 
HYDROCHLORIDE 
MELT ASSAY 



V 

ACID ELUTE 



PROPAGATE 



SEQUENCE 



FIG^2A 



phoA 



gD FLAG G SITE 

M 



stll 




I 

Mlul 



|C H 3 (SYNTHETIC) | 



Si: 



9* 



|C H 3 (NATURAL) :|| 
Hindlll Sail Apal 



gin 



F/G. 2B 



Heller Ehrman LLP 
Application No. 09/373,403 - Filed: 08/12/1999 
Inventor(s): Arathoon et al 
Docket No.: 39766-0215C1 
3/9 



1 

o 

CM 




CM i 
• 

CM 1 

CD ! 


CD 








O 

CN 






FIG. 





CD 



CD 



id 
m 



CD 

O 
U 

U CD 
1H 

a 

£ CD 

CD 
J E-i 
O 
&h 

CO U 



in 



U in 

HUM 



a 



CO 



o 

CM 




m 

CO 



CD 

Pd CD 
U 
E-i 

CO U 

CD 
Pi U 
U 

Pi U 
U 
CD 

U 
O 

CD 
> ^ 
CD 
CD 
< 

a 
o 

h *l 
a 

CD 
ps CD 

o 



oo 

CO 



CO 



5 

CD 
CD 
CD 

CD 
CD 

> 

CD 
U 

CD 
U 

H ^ 
< 
Eh 

Q ^ 
CD 
U 

CQ CD 
< 
CD 

Pi U 
V 
Eh 

Eh 

b Eh 

CD CD 
CD 

US 

O 
> Eh 
CD 



Heller Ehrman LLP 
Application No. 09/373,403 - Filed: 08/12/1999 
inventor(s): Arathoonetal 
Docket No.: 39766-0215C1 
4/9 



X 



H 



CD 
Eh 

iri 
CJ 
^ 

O 
iri 
Eh 

a 

CD 
O 
Eh 
*! 

5 

cd 

< 
CD 
Eh 
rt! 
Eh 
Eh 
Eh 
Eh 

< 
CD 
Eh 
CD 
CD 
< 
CD 
iri 
Eh 
CD 
CD 
rf! 
CD 
< 

U 
&h 
U 
U 
Eh 
U 
CD 
CD 
< 
CD 

U 
CD 

S 




ID 



H 
H 

■P 
CO 

A 
I 



in Eh 

CO 

> 

a 

ft 

w 

PS 

o 

CD 

fx 
< 
5 



CJ in 

CD cn 

Eh m 

CJ 

CJ 

CJ 

*! 

CJ 

*! 

^ 

CD 

Eh 

CD 

CD 

< 

CJ 

< 

U 

CJ 

*: 
< 

CD 

CD ffi 
CJ CJ 
O 



U 
CJ 
CD 

CJ 
CD 
CD 
CD 
Eh 
U 

a 

Eh 
CD 

a 
a 



A 

I 



CO 



00 
VO 

CO 



VO 
VO 
CO 



o 

p < 

CD 

a 

CQ CD 

< 

a 
a 

Eh 

Eh 

O 
Eh 
Eh 
CJ 
CD CD 
CD 



< 

u 

> Eh 
CD 
CD 
Eh 
CJ 
CJ 

CJ CD 
Eh 

U 

CD 

Eh 
O 
CQ CD 

> Eh 
CD 
CD 
< 

a 



VO 

co 



CD 



CJ 
CJ 
< 
CD 
Eh 

< 
CD 

CD 



W 
CD 
CD 

PS CD 
U 
O 

CQ O 
Eh 

0« CJ 

cj 
o 

04 CJ 



H CO 

H 

H 

•a 

R 
H 



00 
CO 



CJ 

p *: 

CD 
CJ 

CQ U 
Eh 
U 

P < 
CD 
CD 

J Eh 
U 
CD 

> ^ 
CD 
CJ 

04 CJ 

CJ 
Eh 

04 CJ 

a 

CD 
ir" U 

a 

< 

CD 



CD m 
vo 



Eh 

CJ 



u 

< 
CD 
»< 
CD 
CD 

04 O 

U 
CD 
O < 

a 

CD 

CD CD 
CD 
iri 

* i 

u 

CQ CD 
< 
CD 
< 
CD 
CD 
CD 
Eh 
CD 
< 
CD 
CD 
Eh 
CD 
U 
U 
CD 
CJ 



CD 
CJ 
CQ U 

U 
CJ CD 
Eh 

CQ U 



in 



Eh 
it* 
CJ 
> ^ 
CD 
CJ 

* 5 

CD 
CD CD 
CD 
CD 
Of < 
U 
CD 
O* < 

CD 

Eh 
CD 
PS CD 

U 
CQ CD 



t4 



rH 



CD 

s 

a 
< 

CD 

a 

Eh 
CD 
U 
O 

Eh 

a 

Eh 
Eh 

U 

CQ CD 



O >i 



< 

u 
a 

Eh 

a 

Eh 
U 

CQ U 
Eh 
U 

CD CD 





CO 












m ■ 

o 












g 






a 












CO 




a 




04 


u 


H 




a 






CD 




CD 


CD 






a 






CD 






< 






Eh 

















CD 


CD 








CD 








CD 






04 










a 














CQ 


O 








Eh 








CD 






hJ 
























CQ 


a 








Eh 








a 








Eh 








U 




O 




U 






CQ 


CD 








< 








CD 
















CD 


H 




O 


< 


H 






U 


01 






CD 


CO 




Eh 


CJ 








< 








V 






>h. 


< 






















S 


< 








CJ 








CJ 
















a 








< 








CJ 








CD 








Eh 
















Eh 






<; 


CJ 








CD 




o 




CD 




CO 


w 


< 








CD 








iri 








< 








CJ 








CD 






s 


Eh 








< 








CD 






> 





CM 
■ 

o 

CM 




Heller Ehrman LLP 
Application No. 09/373,403 - Filed: 08/12/1999 
Inventor(s): Arathoon et al 
Docket No.: 39766-0215C1 
5/9 



LU 
I- 

o 

DC 
Q_ 

o 

LU 

(3 

< 



LU 
O 

LU 
Q_ 



Ab T366W, la T366S:L368A:Y407V 



100- 



80- 



60- 



40- 



20- 



0 



□ HOLE MONOMER □ KNOB DIMER 
LI HOLE DIMER @ KNOB MONOMER 



FIG 



1:0:0 

3A 



T 



i 

I 
I 



p 



• s 



i 



3 

I 

I 

-I 

r p V < 

1% 



i 

I 

I 

I 

I 

; ^ 



1 






1 




4 












8 


'■V 












•is 

■'•1 

1 

1 

as 

s 




1 
1 

1 








$ 

i 
i 

m 




fa 

i 
1 

1 


1 







r 



KNOB-HOLE 
HETERODIMER 



■ft 



T 



"* - T 

I 



I' 

$ 



T 



8:1:3 ' 7:1:3 ' 6:1:3 ' 5:1:3 1 4:1:3 1 3:1:3 ' 0:1:3 
RATIO OF INPUT DNA la : H : L 



Ab T366W, la Y407A 



LU 

o 

GC 
Q_ 



LU 

o 
< 



LU 

o 

LU 
Q_ 



100 



80- 



60- 



40- 



20- 



0 



□ HOLE MONOMER 0 KNOB DIMER 
LI HOLE DIMER £3 KNOB MONOMER 



1 1 :0:0 



FIG. 3B 



est 



P 



*2« 



I 
I 

I 



•5W 



£7 

I 

% 

-5? 

I 
I 



1 



I 
I 

I 

ti 
I 



W 

8 



At 

i 

P 



i 
I 



8 

4 



KNOB-HOLE 
HETERODIMER 



% 



«f«t. 

I 

I 

I 



1 8:1:3 ' 7:1:3 ' 6:1:3 ' 5:1:3 1 4:1:3 1 3:1:3 

RATIO OF INPUT DNA la : H : L 



S 



0:1:3 



t 



Heller Ehrman LLP 
Application No. 09/373,403 - Filed: 08/12/1999 
Inventor(s): Arathoon et al 
Docket No.: 39766-021 5C1 
6/9 



| | HOLE MONOMER ^| f 



KNOB DIMER 




HOLE DIMER 



KNOB MONOMER 



1H KNOB-HOLE HETERODIMER 



FIG13C 



J 



Heller Ehrman LLP 
Application No. 09/373,403 - Filed: 08/12/1999 
Inventor(s): Arathoon et al 
Docket No.: 39766-0215C1 
7/9 



CO 
Oi 



CO 

cd 

H 



CO CO 

Ol 04 

3 3 

CO CO 

o cd 

w w 



CO CO 

Ol Ol 

3 3 

CO CO 

CD CD 

W W 

5h 5m 



Ed £5 ^ £5 



CO 



H H H H 



CO 
CD 



US US US 
Oi 0< Oi 

&2 Si Si 2l 



CD CD CD 

Ol 04 04 

S3 03 03 

O O O 

O O O 



fccS fccS fccS 

04 04 04 

CD CD CD 

04 04 04 

EES 

ot ot ot 

o o o 



CO CO CO CO CO CO 



CD 


CD 


CD 


CD 










I 


1 


1 


i 










CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


Eh 


En 


Eh 


Eh 


CD 


CD 


CD 


CD 


Eh 


Eh 


Eh 


Eh 


U 


O 


O 


U 


CO 


CO 


CO 


CO 


H 


H 


H 


H 


Eh 


Eh 


Eh 


Eh 


H 


H 


H 


H 


CO 


CO 


CO 


CO 


O 


O 


ot 


ot 


CD 


CD 


CD, 


CD 


Oi 


Oi 


Oi 


Oi 


CO 


CO 


CO 


CO 


a 


CD 


CD 


CD 


CO 


CO 


CO 


CO 


> 


> 


> 


> 


CO 


CO 


CO 


CO 


< 


< 


< 


< 


Oi 


Oi 


Oi 


Oi 


<y 


a 


ot 


ot 




Eh 


Eh 

<3 


EH 




e 

CO 


CO 


CO 


o 


a 


ot 


Ot 



CD 

I 

CO 
CO 

EH 

CD 

EH 

u 

CO 
H 

EH 



CD 

I 

CO 
CO 

EH 

CD 

EH 

CO 
H 

EH 



CO CO 

0 ot 

CD CD 

01 Oi 
CO CO 

a cd 

CO CO 

> > 

CO CO 

< < 

04 04 

ot a 

EH EH 

S3 13 

CO CO 



CO CO 
Oi Oi 



CO CO 
CD CD 



CO CO 

CO CO 

Eh Eh 

CD CD 

Eh Eh 

u a 

CO CO 

H H 

Eh Eh 

H H 

CO CO 

<y ot 

CD CD 

Oi Oi 

CO CO 

CD CD 

CO CO 

> > 

CO CO 

< < 

04 04 

o* o 

Eh 

£ £ 

CO CO 

o* o* 



CO 
Oi 



3 3 3 3 



CO 
CD 

w 

H 




CD 

1 

CO 
CO 
Eh 
CD 
Eh 
O 
CO 
H 
Eh 
H 
CO 
O 
CD 
Oi 
CO 
CD 
CO 

> 

CO 

< 

04 

ot 

Eh 
CO 

o* 



CN 

Oi 
P 
U 



OS 

p 
u 



as 



o 

Ok 



00 







CD 




CO 




o 




CM 














CM 




CM 


o 


O 


O 


O 


O 


o 


O 


o 


O 


















z 


Q 


Q 


a 


a 


a 


a 


a 


a 


a 


a 


a 


a 


a 


a 


a 


a 


a 


a 


LU 


LU 


LU 


LU 


LU 


LU 


LU 


LU 


LU 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


(O 


CO 



>4 »4 

US US 

Eh Eh 

CD CD 

CD CD 

CD CD 

£ £ 

OS OS 

Eh ^ 

CO CO 

OS OS 

Eh H 



Eh 



Eh 



CO CO 
CO CO 




CD CD 
CO CO 



hH hH hH 

US us 

Eh Eh 

CD CD CD 

CD CD CD 

CD CD CD 

% % % 

OS OS OS 

Eh Eh 

CO CO CO 

OS OS OS 

Eh Eh Eh 

Eh Eh Eh 

Jm >h >h 

CO CO CO 

CO CO CO 

u a a 

S fc 

POP 

3 3 3 

Ot o o 

J J J 

CD CD CD 

CO CO CO 



Eh Eh 



Eh Eh 



Eh 
Eh 



H 
Eh 
h3 



Eh 



H 
Eh 



H 
Eh 
h4 



CO CO 



Eh 
5 



Eh 
5 



CD CD 

CO CO 

US US 

CO CO 

CD CD 

CO CO 

fa fa fa 



Eh 

CO CO CO 

rt! •< rt! 

Eh Eh Eh 

S 53 S 

CD CD CD 

CO CO CO 

US US US 

CO CO CO 

CD CD CD 

CO CO CO 

fa 



Eh 
Eh 



fa fa 



J h3 J 

Uh us w 

CD CD CD 

CD CD CD 

CD CD CD 

£ £ £ 

OS OS OS 

Eh Eh 

CO CO CO 

OS OS OS 
Eh 
Eh 
>h 

CO CO CO 

CO CO CO 

u u u 

e k e 

w 

Q Q P 

3 3 3 

O OI OI 

J J hH 

CD CD CD 

CO CO CO 

H H H 
£r* 

hH t-q hH 

CO CO CO 

Eh Eh Eh 

C0|| g g 

CD CD CD 

CO Mil CO 

US US US 

CO CO CO 

CD CD CD 

CO CO CO 



US 
Eh 
CD 
CD 
CD 

i 

Eh 
CO 
OS 
Eh 
Eh 
Jh 
CO 
CO 
O 









CO 












OS 




P 


4t 


u 




vococococococococo 



CD 



CO 



3 





CN 


















< 
















• 






o 


in 


in 


CN 


• 


OS 


o 




CN 




• 


• 


OS 


fa 


• 


• 


• 


• 


M-l 


<D 


H 


CO 




u 


a> 


CD 


D> 




D» 


a 


xn 






CO 


CD 


OS 


H 


CD 


OS 


0 


OS 


o; 


> 



CD 



GO 



5 



o 

CN 





Eh 














CO 




• 






o 


in 


in 


CN 


• 


OS 


o 




CN 


rH 


• 


• 


OS 


fa 


• 


• 


• 


• 




CD 




CO 


CD 


u 


CD 


<D 




(0 




a 


CQ 






CO 


<D 


OS 


H 


CD 


OS 


0 


o: 


OS 


> 



Heller Ehrman LLP 
Application No. 09/373,403 - Filed: 08/12/1999 
Inventor(s): Arathoon et al 
Docket No.: 39766-021 5C1 
8/9 



CO 

cd 
cd 

CO 

cd 

CO 
H 

o CD 
in co 



id 



■3 



co 



* 



W 

8 

CD 



* 



* 



* 



co 
co 

CD 
CO 

% 

u 

CO 
O J 
CM 

CO 
CD 
CD 

! 

o CD 

rH CD 

CD 
CO 

GO O 

* f> 
• M 

CO O * 

u > * 

a> a 



* 

* 



CN 

35 
P 



PS 
Q 

h a 

CO 
CD 
CD 
CO 

Eh 
CO 

E-i 
O 
CO 

CD 
Pi 
CD 
CO 

£> vo 

1-3 CN 
d • 

o 







CN 


CN 


■ ■ 
o 


■ ■ 

o 




Z 


a 


a 


a 


a 


LU 


LU 


<o 


CO 


CO * 


CO 


CO * 


CO 



VD 



CO 

i 

CO 
H 
H 

CD 

CO 



* 



CO 

B 

CO 
H 

I 

CO 

CO 
Pi 



ro 

u 



CN 

w 
a: 

Q 



vo 



in 



CN 



CO 

CD 
CO 



f 

, , ^ 

. ' * Heller Ehrman LLP 

Application No. 09/373,403 - Filed: 08/1 2/1 999 
Inventor(s): Arathoon et al 

i Docket No.: 39766-021 5C1 

9/9 





n i 




no 




no 


no 


U7 

n / 


MP 

no 


MQ 

ny 


m u 


M1 1 

mi 


ni 


AQ 


A~7 


O 1 


fti 

O I 


OU 


40 


7C 

/ o 


O 1 


JvaJ;. 


o*i 


O I 


no 


QA 

o4 


/y 


QQ 

OO 


OU 


/t Q 

4o 


yy 


A Q 

4o 


OQ 
OO 


A Q 

4o 


vf C 

45 


OO 

OO 




ft^ 
OO 


ftO 


PC 
oO 


C1 

Ol 


cn 


QC 

yo 


4y 


PC 
OO 


A Q 

4y 


Ad 
4o 


QC 
OO 


VJ4 


4/ 


oU 


C H 


oo 

OO 




A O 

48 


DO 


51 


73 


64 


51 


oc 


4y 


4/ 


CI 

Ol 


Q 1 

ol 


oU 


A Q 

4o 


/o 


c ^ 

ol 




CO 

O*: 


C -1 

51 


Ub 


oo 
OO 


79 


86 


50 


50 


99 


47 


86 


48 


45 


86 


KJf 


P1 
Ol 




OO 


c -i 
ol 


Ad 

4y 


oU 


4o 


QC 
OO 


A "7 
4/ 


A A 

44 


OO 

ob 


Oft 
vJO 


O I 


.-; ; ;1;U.U.:-:; 


OO 


c 1 
Ol 


4y 


oU 


/I Q 

4o 


QC 
OO 


4/ 


44 


ob 


no 


Ol 




OO 


c-1 
Ol 


A O 

4y 


OA 

oU 


A Q 

4o 


QC 
OO 


/I "7 

4/ 


A A 

44 


OO 

ob 


I u 


PQ 
OO 


7Q 

/y 


OO 


oU 


^o 

4y 


QQ 

yo 


yi c 
4o 


QC 
OO 


48 


45 


oc 
OO 


011 


83 


80 


87 


50 


49 


99 


47 


87 


48 


45 


87 


012 


81 




86 


51 


49 


80 


48 


86 


47 


44 


86 


013 


49 


47 


51 


81 


60 


48 


76 


51 


list 


62 


51 


014 


50 


50 


54 


95 


67 


49 


76 


54 


75 


62 


54 


015 


82 


79 


85 


49 


48 


97 


46 


85 


47 


44 


85 


016 


84 


80 


87 


50 


49 


Stlf 


47 


87 


48 


45 


87 


017 


45 


44 


47 


65 


62 


45 


62 


47 


62 




47 


018 


50 


51 


50 


75 


79 


50 


63 


50 


66 


62 


50 



01-018: ANTI-Ob-R ANTIBODY CLONES Obr. 1, 11, 12, 14, 15, 16, 17, 18, 19, 
2, 20, 21 , 22, 23, 24, 26, 3, 4, RESPECTIVELY. 



H1-H11: ANTI-HER3 ANTIBODY CLONES her3.1, 3.10, 3.11, 3.12, 3.16, 3.18, 
3.19, 3.22, 3.3, 3.4, 3.7, RESPECTIVELY. 



FIG. 6 



